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Materials and methods

General considerations
All reagents were purchased from commercial suppliers and used as received unless otherwise 
Solution speciation determination for PyBD and the Cu(II)PyBD complex
UV-vis variable-pH titration was used to determine the pK a values for PyBD.
2
A solution (100 mM NaCl, 10 mM NaOH, pH 12) of PyBD (50 M) was titrated with small aliquots of HCl and at least 30 spectra were recorded in the pH range of 2-9. Additionally, Cu(II) binding to ligand at various pH values was investigated. A solution (100 mM NaCl, 10 mM NaOH, pH 10) those that were identified in previous reports.
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Metal binding studies
The binding of PyED and PyBD with Cu(II) and Zn(II) was investigated by UV-vis absorption. Solutions were incubated at 4 C for 1 h and the optical spectrum of the resulting solution was recorded.
Metal selectivity
The metal selectivity of PyBD was examined by measuring the optical changes upon addition of 
Amyloid- peptide experiments
Amyloid- experiments were performed according to previously published procedures with slight modifications. 
Gel electrophoresis
The A peptide experiments described above were analyzed using gel electrophoresis followed by Western blotting with an anti-A antibody (6E10, Covance, Princeton, NJ). 2, 8, 9 Each sample (10 L) was separated using a 10-20% Tris-tricine gel (Invitrogen, Grand Island, NY). 
Interaction of PyBD and PyED with Amyloid- (A) by mass spectrometry
Samples were prepared by mixing stock solutions of PyED or PyBD (300 M in DMSO) with A 40 (50 M in 100 mM ammonium acetate buffer, pH 7) with or without ZnCl 2 or CuCl 2 (50 M). Samples were incubated on ice for 2 h prior to analysis. Samples were dissolved in 100 mM ammonium acetate with no organic modifier and infused at 400 nL/min into a Waters Synapt G2/S mass spectrometer in sensitivity mode (resolution = 11,000) and averaged for three minutes. Samples containing Leucine-Enkephalin (Sigma, St. Louis, MO) and A 40 prepared as described above were used as a positive interaction control. mbar of air and accelerating the precursor ions to 1 keV of kinetic energy with the precursor selector set to a resolving power of 150; all tandem mass spectra are the average of 5000 individual laser shots and the data were smoothed using a 5-point Gaussian function. tivity studies dition of Cu ns (black bar l 2 (8) 
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